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AB The present invention provides novel ondansetron hydrochloride 

cryst. polymorphic forms and solvates. Processes for making and 
interconverting the polymorphic forms are also provided. Further, 
pharmaceutical compns. contg. the novel polymorphic forms and hydrates for 
treating nausea and/or vomiting are described. For example, 
ondansetron base (400 mg) was suspended in 16 mL of a 1:1 mixt . of 
ethanol and isopropanol at room temp, and the suspension was heated to 
reflux to dissolve the ondansetron. After 20 min of stirring at 
reflux, an ethanolic soln. contg. 1.1 equiv of HCl was added. The 
reaction mixt. was stirred at this temp, for an addnl . 10 min. Evapn. of 
the solvent gave ondansetron hydrochloride dihydrate Form A. 
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The invention relates to the use of cilansetron prepns . for treating 
non-obstipated male patients with irritable bowel syndrome (IBS) . 
Cilansetron is a 5HT3 -receptor antagonist; other 5HT3 -receptor antagonists 
can also be used to treat both genders. Thus tablets were prepd. that 
contained (parts) : cilansetron hydrochloride monohydrate 
4; corn starch 30; lactose 70; Kollidon-25 5; magnesium stearate 2; talc 
3 . 


RW: 


DE 10123447 
US 2002040033 
PRIORITY APPLN. INFO 


AB 


=> d his 

(FILE 'HOME' ENTERED AT 10:34:46 ON 17 DEC 2002) 

FILE 'CAPLUS' ENTERED AT 10:34:53 ON 17 DEC 2002 

LI 1411 S ONDANSETRON 

L2 2 S LI AND HYDROCHLORIDE MONOHYDRATE 

L3 OS ONDANSETRON AND METHANOLATE 

=> d 11 1409-1411 ibib abs hitstr 


LI ANSWER 1409 OF 1411 
ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE : 


CAPLUS COPYRIGHT 2 002 ACS 
1990:69896 CAPLUS 
112:69896 

The effects of ondansetron (GR38032F) in 
rats and mice treated subchronically with diazepam 
Costall, Brenda; Jones, Brian J. ; Kelly, M. Elizabeth; 
Naylor, Robert J.; Oakley, Nigel R. ; Onaivi, Emmanuel 
S.; Tyers, Michael B. 

Sch. Pharm., Univ. Bradford, Bradford, BD7 1DP, UK 
Pharmacology, Biochemistry and Behavior (1989), 34(4), 
769-78 

CODEN: PBBHAU; ISSN: 0 091-3 057 
Journal 
English 

Using rat and mouse models of aversive behavior, the properties of the 
5-HT3 receptor antagonist ondansetron (GR38032F) that are 
relevant to its proposed use as an anxiolytic agent were investigated. 
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Tolerance to the disinhibi^^^ properties of diazepam was r<^^ly 
demonstrated in the social interaction test in the rat, but cHa not occur 
after subchronic treatment with ondansetron. In both the 
light/dark exploration test in mice and the social interaction test in 
rats, withdrawal from subchronic treatment with diazepam increased 
behavior suppression, whereas this was not obsd. with ondansetron 

The behavioral suppression and wt . loss induced by either the 
withdrawal of diazepam or the administration of the benzodiazepine 
receptor antagonist, flumazenil, in animals treated subchronically with 
diazepam, was prevented or antagonized by diazepam or ondansetron 

Buspirone was ineffective. It is concluded that, in rats and mice, 
tolerance to the disinhibitory effects of ondansetron does not 
occur, that withdrawal from subchronic treatment with ondansetron 
is not assocd. with any behavioral disturbances and that 
ondansetron is highly effective in preventing the behavioral 
suppression and wt . loss following withdrawal from subchronic diazepam 
treatment. These data suggest that ondansetron may have major 
therapeutic advantages over currently available anxiolytic agents, 
particularly in patients who have previously received prolonged 
benzodiazepine therapy. 

LI ANSWER 1410 OF 1411 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 1990:55689 CAPLUS 

DOCUMENT NUMBER : 112:55689 

TITLE: Aromatic thiazole derivatives: structurally novel and 

selective serotonin-3 receptor antagonists 

AUTHOR (S) : Nagel , Arthur A. ; Rosen, Terry; Rizzi, James; Daffeh, 

June; Guarino, Karen; Nowakowski, Jolanta; Vincent, 
Lawrence A.; Heym, James; McLean, Stafford; et al . 

CORPORATE SOURCE: Dep. Med. Chem. , Pfizer Cent. Res., Groton, CT, 06340, 

USA 

SOURCE: Journal of Medicinal Chemistry (1990), 33(1), 13-16 

CODEN: JMCMAR; ISSN: 0022-2623 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE ( S ) : CASREACT 112:55689 

GI 



AB This report discloses the discovery of a novel series of potent 

serotonin-3 5-HT3 antagonists, represented by prototypical structures I 
and II, in which a thiazole ring system appears to mimic the ester 
functionality in ICS-205-930 and the carbonyl moiety in 
ondansetron. Furthermore, removal of the 5 (4) -Me group from the 
imidazole functionality in compds . I and II causes the resulting compds . 
to display an initial bradycardia response in the von Bezold- Jarisch 
reflex, similar to the known 5-HT3 agonist 2 -methylserotonin . 
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Based on the results of a series of in vitro studies, it was shown that 
activation of 5-HT3 receptors can reduce the evoked release of 
acetylcholine from the cerebral cortex. Furthermore, it was demonstrated 
that the selective 5-HT3 antagonists ondansetron and zacopride 
block the inhibitory effect of 2 -methylserotonin (5-HT3 agonist) on 
K-stimulated [3H] acetylcholine release. 
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